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obtaining a parental human cell line capable of producing one or/nore cytokines; and 
modifying cells of said parental cell line by introducing a first expression vector 
comprising: (i) the coding sequence for CrmA operably linked to a first promoter, and (ii) 
additional control elements necessary for expression in human cells,/nto the cells of said cell 
line; and / 
screening and selecting for CrmA-expressing cells. / 

4. (Amended) The human cell line according to claim 3, wherein the process further 
comprising: / 

treating said CrmA-expressing cells in a manner effective to result in enhanced cytokine 
production, wherein said modified and treated cell line isycharacterized by a level of cytokine 
production that is at least two times (2X) the level of cytokine production by the corresponding 
non-transformed parental cell line. / 

5. (Amended) The human cell line according to claim 3, wherein the process further 
comprising: / 

modifying cells of said parental cell \\nl by introducing a second expression vector 
comprising: (i) the coding sequence for PKR operably linked to a second promoter; and (ii) 
additional control elements necessary for expression in human cells, into the cells of said cell 
line, wherein said introduction of said firsLexpession vector to said cells is prior, at the same time 
or after said introduction of said second expression vector to said cells; and 

screening and selecting for PKR overexpressing cells. 

6. (Amended) The human cell line according to claim 5, wherein the process further 
comprising: / 

treating said CrmA and PKR over expressing cells of said human cell line in a manner 
effective to result in enhanced c/tokine production, wherein said modified and treated cell line is 
characterized by a level of cytokine production that is at least two times (2X) the level of 
cytokine production by the corresponding not-modified parental cell line. 

7. (Amended) TWe human cell line according to claim 6, wherein treating means 
subjecting said modifier cells to one or both of priming and inducing. 
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8. (Amended) The human celWfne according to claim 7, wherein/priming means 
exposing said modified cells tcvpfiorbol myristate acetate (PMA) or inte/feron-p. 



9. (Amended) The human cell line according to claim 7, wherein inducing means 
exposing said modified cells to a microbial inducing agent selected! from the group consisting of 
Sendai virus, encephalomyocarditis yifus and Herpes simplex vij/Us. 



10. (Amended) Thehu/ 
agent is Sendai virus. 



Grie according to claim 9, wherein said microbial inducing 




11. (Amended) The human/dell line according /o claim 7, wherein inducing means 
xposing said cells to at least one / non-microbial inducing agent selected from the group 
consisting of poly(I):poly(Q / (pory IC), or poly r(I):pfoly r(C) (poly rIC), heparin, dextran sulfate, 
cycloheximide, Actinom^cin D, sodium butyrate, ar calcium ionophore and chondroitin sulfate. 



12. (Amended) The human cell line aj/cording to claim 11, wherein inducing means 
exposing said cells to polyI:C, cycloheximideAnd Actinomycin D. 

13. (Amended) In an improved r/ethod for producing one or more cytokines in human 
cell culture, the improvement directed to increasing cell viability and the amount of cytokine 
production, by culturing a parentalyhuman cell line under conditions of one or more of (i) 
modification effective to result irtfanti-apoptotic protein expression; (ii) modification effective to 
result in cytokine regulatory factor overexpression; (iii) priming; and (iv) inducing, wherein the 
amount of cytokine productioA is at least two times (2X) the level of cytokine production by the 
corresponding non-modifiea parental cell line. 



14. (Amended) /The method according to claim 13, wherein modification effective to 
result in anti-apoptojk^protiin expression means introducing a first expression vector comprising: 
(i) the coding se^ep^elJjrCi^A operably linked to a first promoter, and (ii) additional control 
elements nece/sas 
screening ar 



'"expression oTCrmA in human cells into the cells of said cell line; and 
Selecting for>CrmA-expressing cells. 



15. (Amended) The method according to claim 13, wherein modification effective to 
result in cytokine regulatory factor overexpression means introducing a second expression vector 
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comprising: (i) the coding sequence for PKRAperably linked to a second promoter, and (ii) 
additional control elements necessary for expression of PKR in human cells into cells of said cell 
line, wherein said introduction of said first expression vector to said cells is prior, at the same 
time, or after said introduction of said second expression vector to said cells; and screening and 
selecting for PKR-overexpressing celts. 

16. (Amended) The method according to claim 13, wherein priming means exposing 
cells of said cell line to one or both of phorbol myristate acetate (PMA) and interferon-p. 

17. (Amended) The methodV according to claim 13, wherein inducing means exposing 
cells of said cell line to a microbial inducing agent selected from the group consisting of Sendai 
virus, encephalomyocarditis virus and Herpes simplex virus. 

18. (Amended) The method according to claim 13, wherein inducing means exposing 
cells of said cell line to at least one non-microbial inducing agent selected from the group 
consisting of poly(I):poly(C) (rioly IC), or poly r(I):poly r(C) (poly rIC), heparin, dextran sulfate, 
cycloheximide, Actinomycin B, sodium butyrate, a calcium ionophore and chondroitin sulfate. 

19. (Amended) TJj/method according to claim 13, wherein the one or more cytokine(s) 
are selected from the graWtojj&sting of interferon-alpha (IFN-alpha), interferon-beta (IFN-beta), 
interferon-gamma flEN^mma); Va nulocvte m acrophage colony stimulating factor (GM-CSF); 
granulocyte colony/stipjHptlng facftor (G-CSF); interleukin-2 (IL-2); interleukin-3 (IL-3); 
interleukin-7 (IL-?)nnte/teul£m^8 (IL-8); interleukin-10 (IL-10); and interleukin-12 (IL-12). 



Please add the/following new claims: 




virus. 



20. The metfiod according to claim 17, wherein said microbial inducing agent is Sendai 



21. The method according to claim 18, wherein said non-microbial inducing agent are 
polyI:C, cwfohe/umide and Actinomycin D. 



lethod according to claim 14, wherein said first expression vector further 
comprises a f/rst selectable marker encoding nucleic acid sequence; and wherein said screening 
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and selecting for CrmA-expression cells mean cultucmg said modified cells in medium containing 
a first selection agent to select for CrmA-expressing cells. 

23. The method according to claim 15; wherein said second expression vector further 
comprises a second selectable marker encoding nucleic acid sequence; and wherein said 
screening and selecting for PKR overexpre/sing cells mean culturing said modified cells in 
medium containing a second selection agent to select for PKR overexpressing cells. 

24. The method according \4 cJairf^r4^wherein said parental human cell line is also 
capable of expressing PKR, an/f wVfer^krlnodi filiation effective to result in cytokine regulatory 
factor overexpression comprftes Acreej ujagimd selecting for PKR overexpressing cells that 
exhibits at least a 2-fold (2X) increase in PKR activity, expression and/or production. 



25. The human cell line according to claim 4, wherein treating means subjecting said 
modified cells to one or both of priming and inducing. 

26. The human cell line according to claim 25, wherein priming means exposing said 
dified cells tc/phorbol myp&tate acetate (PMA) or interferon-p. 

27. The human cell line according to claim 25, wherein inducing means exposing said 
modified cells to a microbial inducing agen*/elpcted from the group consisting of Sendai virus, 
encephalomyocarditis virus and Herpes sdnXPifiJt virus. 



28. The human cell line acco] 
Sendai virus. 




im 27, wherein said microbial inducing agent is 



29. The human cell line according kTclaim 25, wherein inducing means exposing said 
cells to at least one non-microbial indutring agent selected from the group consisting of 
poly(I):poly(C) (poly IC), or polvXtypoly r(C) (poly rIC), heparin, dextran sulfate, 
cycloheximide, Actinomycin^D, sodium butyrate, a calciurjFr'ionophore and chondroitin sulfate. 



30. The human cell line according todaim 29, wherein inducing means exposing said 
cells to polyI:C, cycloheximide and Acdndmycin D. 
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31. The human cell line according to claim 3, wherein saicLjfarental human cell line is 
also capable of expressing PKR, and wherein the process further^omprises screening and 
selecting for PKR overexpressing cells that exhibit at least a ^/fold (2X) increase in PKR activity, 
expression and/or production. 

32. The human cell line according to claim 3Y, wherein the process further comprising: 
treating said PKR overexpressing cells in a/fnanner effective to result in enhanced 

cytokine production, wherein said modified and/treated cell line is characterized by a level of 
cytokine production that is at least two times izX) the level of cytokine production by the 
corresponding not-modified parental cell Hne. 

33. The human cell line according to claim 32, wherein treating means subjecting said 
modified cells to one or both of p/iming and inducing. 



human celbfine^actiording to claim 33, wherein priming means exposing said 
ified cells to phorbpHrryristate acetate (PMA) or interferon-p. 

35. The human cell line according \p claim 33, wherein inducing means exposing said 
modified cells to a microbial inducing age/t-selected from the group consisting of Sendai virus, 
encephalomyocarditis virus and Herpes#n#rfle* virus. 



36. The human cell line accoi 
Sendai virus. 




claim 35, wherein said microbial inducing agent is 



7. The human cell line according^ claim 33, wherein inducing means exposing said 
ells to at least one non-microbial inducing agent selected from the group consisting of 
poly(I):poly(C) (poly IC), or polypi): poly r(C) (poly rIC), heparin, dextran sulfate, 
cycloheximide, Actinomycin^T), sodium butyrate, a calcium ionophore and chondroitin sulfate. 

38. The human cell line acctffaig^to claim 37, wherein inducing means exposing said 
cells to polyI:C, cycloheximide atm/^ttnomyeih D. 

, 39. TP * 1 hll mari pp1T 1ina nrrnrdin^r tn nlnim "I mlu u -i n m i ll fi rm exprH^um vwlMl hrrthftc ^ 

mprises a first selectable marker encoding nucleic acid sequence; and wherein said screening ^ 
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and selecting for CrmA-expression cells mean culturirt^ said modified cells in medium containing 
a first selection agent to select for CrmA-expressmg cells. 

40. The human cell line according 10 claim 5, wherein said second expression vector 
further comprises a second selectable nWker encoding nucleic acid sequence; and wherein said 
screening and selecting for PKR ovecexpressing cells mean culturing said modified cells in 
medium containing a second selection agent to select for PKR overexpressing cells. 
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